it to be directed to persons like myself. This produces considerable embarrasment, for the accounts published in the lay press have made to date virtually no reference to the toxicity of the drug and have inferred that it is safe for general use. In this connexion there are three points which need the firmest emphasis. The first is that no paper permitting critical appraisal of the toxicity of the drug in man has yet appeared in a major medical journal.
Secondly, Ambilhar has not been submitted to the Committee on the Safety of Drugs. As there are many patients with schistosomiasis continually arriving in this country, surely it is premature on the part of the manufacturers to publicize the drug generally in Britain before it has been designated as safe for use ? The third point is that the drug has been found to inhibit spermatogenesis in animals, and the relevance of this to man has not yet been assessed. It may be that fears concerning this or other toxic effects will prove groundless, but the absence of published evidence indicates the difficulties created by the press announcement.
It is to be hoped, Sir, that you will use your very considerable influence in this field to encourage manufacturers in future to submit their products to critical examination through the media of widely available scientific journals before they hood. There are some nine cases, but the prognosis is better than in adults. Ten years ago I' put forward the hypothesis that idiopathic pulmonary haemosiderosis-which I called " immuno-allergic pulmonary haemorrhage "-is an immuno-allergic disease.' I treated it as a monosystemic illness, but in the case described by Zollinger and Hegglin4 there were many autoimmune signs-including " pulmonary haemosiderosis," Sch6nlein-Henoch purpura, and "obscure" anaemia. There is reason to believe that glomerulonephritis also belongs to this category.
The prognosis of immuno-allergic pulmonary haemorrhage is not so grave as has until recently been regarded. With treatment the patients with immuno-allergic pulmonary haemorrhage live longer as an average of three years from the date of diagnosis. Steroid treatment alone cannot now be regarded as either adequate or safe. Review of the follow-up results in seven cases of immuno-allergic pulmonary haemorrhage shows 5-13 years of survival since splenectomy, but of 17 splenectomized patients with immunoallergic pulmonary haemorrhage three died suddenly, some months after surgery. 5 We have recently tried azathioprine (Imuran) in a child with immuno-allergic pulmonary haemorrhage who had not improved on steroids for two years. The patient has now shown much improvement in the last two years. Before treatment with azathioprine he was bedridden. Now he is working, though the sputum shows ironcontaining macrophages when the drug is not being taken. He has remained free of symptoms and signs of the disease, and no side-effects were seen. At present we have in the ward a boy aged 14 years with the clinical diagnosis of immuno-allergic pulmonary haemorrhage who underwent splenectomy nine years ago. Since no pulmonary x-ray changes were visible anaemia was absent, vital capacity, forced respiratory volume, and ventilation-equivalent were all normal-but siderophages were found in the sputum-lung biopsy was undertaken. Sections showed haemosiderosis with haemosiderin-laden macrophages. We have now started treating him with azathioprine. Gleadhill come to an incorrect conclusion. They suggest that " the finding of such aneurysms in siblings and parentoffspring suggests that the weakness of the vessel wall is transmissible." They describe these " weaknesses " as consisting of a defect of the media and the elastic lamina. They do of course consist of a defect in the media only, and they exist in over 80% of the cerebral arterial forks of every single person and also a large number of animals.' It appears unlikely that such a common denominator could account for familial cerebral aneurysms, unless particularly large or fragile defects were inherited.
Five of the six patients in their paper had a diastolic blood-pressure of 90 mm. or more. This is suggestive, though not conclusive, evidence that there was some degree of hypertension, and it is most likely that this was the inherited factor, as with most of the cases in the literature.
I have found that hypertension does enlarge cerebral arterial medial defects and results in disruption of the elastica covering them, and these findings will be published shortly.-
